In their excellent review of GI complications in patients receiving mechanical ventilation, Mutlu and colleagues 1 discuss the beneficial effects of erythromycin at a daily dose of 200 mg, plus metroclopramide and cisapride on GI motility.
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To the Editor:
Guerin and Leibinger raise an insightful point about the use of erythromycin for GI hypomotility in patients receiving mechanical ventilation. Sublethal concentrations of antibiotics exert selective pressure on bacteria and can contribute to the development of resistance. 1,2 While concerns regarding the development of antimicrobial resistance are, in general, relevant, we are unaware, as Drs. Guerin and Leibinger have also pointed out, of any data to support the clinical relevance of this hypothesis regarding a short course of low-dose erythromycin.
GI hypomotility affects up to 50% of patients receiving mechanical ventilation, it is associated with significant complications (aspiration, esophagitis), and it impedes the delivery of enteral nutrition. Furthermore, hypomotility may contribute to overgrowth and translocation of bacteria across the bowel wall, which can be a cause of spontaneous bacterial peritonitis and a contributor to multiorgan system failure. Parenteral nutrition as an alternative for enteral route in intractable cases of GI hypomotility is associated with myriad complications (ie, catheter infections, deep venous thrombosis). Therefore, GI hypomotility is a significant problem that should be treated if possible. Unfortunately, treatment options are limited; cisapride is no longer available in North America, and metoclopramide does not always work. Thus, short-term use of low-dose erythromycin is a reasonable approach to promote GI motility.
Until new enterokinetic drugs such as 5-HT4 receptor agonists (ie, prucalopride) 3,4 become available, and given the ramifications of hypomotility in critically ill patients, we believe that the benefits of a short-course treatment with once daily low-dose erythromycin for intractable GI hypomotility outweigh the unproven risk of erythromycin-induced bacterial resistance. To the Editor:
In the April 2001 issue of CHEST, Paganuzzi and colleagues 1 analyzed two tumor markers (carcinoembryonic antigen [CEA] , and CYFRA 21-1) in pleural fluid and concluded that elevated levels of these tumor markers suggest a diagnosis of malignant pleural effusion, and in patients with poor clinical conditions, diagnosis should be made on the basis of tumor markers alone. Can this conclusion be obtained from their results? I do not think so. In this series, CEA and CYFRA 21-1 sensitivity was 31% and 78%, respectively, and specificity was 91% and 80%. The possibility that a patient has a malignant pleural effusion if the tumor marker is "positive" depends on the pretest probability (prevalence). In that study, performed at least in part in a cancer center, the prevalence of malignancy was 68%. However, the prevalence in general hospitals is, by far, lower. 2-4 For instance, in an epidemiologic study, 2 the prevalence of effusions associated with malignancy was 24%, and in 273 consecutive patients studied by our group in a department of internal medicine, 4 the prevalence was 33%. Because of the fact that in about half of the patients with malignant pleural effusion the first cytologic study finding is positive (consequently, tumor markers are not necessary), the true prevalence (effusions with a negative cytologic study finding) is still lower. In Table 1 , the posttest possibility of malignancy for several percentages of prevalence and for both tumor markers has been calculated. As can be observed, with a high prevalence the result should be considered somewhat suggestive but not diagnostic of malignancy (probability 77% for CEA, and 80% for CYFRA 21-1), and with the actual pretest probabilities in general clinical practice, the probability is purely by chance (for example, with prevalence 20% and a "positive" test finding, the probability of malignancy is 46% and 49%, respectively). Moreover, clinical data are, frequently, enough for suspecting malignancy, and in patients with pleural effusion of unknown cause malignancy is not frequent. 5 Whether tumor markers are useful in this subgroup of patients (undiagnosed and without clinical suspicion of a malignant cause) needs to be demonstrated. In conclusion, tumor markers are not useful for diagnosing a malignant pleural effusion, and is a test necessary for suggesting malignancy when, in most cases, it is clinically easy to suspect?
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The data published in CHEST, April 2001, were focused on mesothelioma. We and other authors believe that tumor markers may be especially useful in mesothelioma patients with poor clinical conditions, when cytology is negative or uncertain and when the performance status does not suggest a more aggressive approach.
We did not say, as reported by Pachon, that "elevated levels of CEA and CYFRA 21-1 suggest a diagnosis of malignant pleural effusions," but we said that "high CYFRA 21-1 levels with low CEA levels are suggestive of mesothelioma, whereas high levels of CEA alone or of both markers can show evidence of malignant pleural effusion, excluding mesothelioma." In our study, CYFRA 21-1 sensitivity in 19 cases of mesothelioma with negative or uncertain cytology was 89%, with no cases showing CEA values higher than the cut-off level.
Furthermore, we think that the prevalence of effusions associated with malignancy is related to different factors (incidence of tuberculosis, pollution exposure, features of the populations, and so on). For instance, in our geographic area there is intensive occupational and environmental exposure to asbestos and to other carcinogenic substances. Consequently, the incidence of malignant pleural effusion is greater than in other areas, like the region of Central Bohemia cited by Pachon.
We don't agree with the opinion of Dr. Pachon that "clinical data are, frequently, enough for suspecting malignancy." In our experience, despite conditions of general well-being, some patients developed pleural effusion with clinical and biochemical characteristics of a parapneumonia pleural effusion. In similar cases, the increased tumor marker values could induce investigators to continue the diagnostic titer. 
